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Experimental Studies on the Tumor-Dormancy (No.2)
- Suecess of Adoptive Immunotherapy bevond the Difference
of H-2 Haplotype and the Genetic Backgrounds Analysis ——

Norimitsu L. SATO

Institute for Laboratory Animals,
Niigata University School of Medicine

We established Ehrlich ascites tumor (EAT)dormant mice (ddY-drm, H-2°) by selective
breeding of ddY closed colony stock and had reported the characteristics of the mouse

subline in contrast to EAT-progressive one (ddY-prg, H-2%).

In this report, I showed successful adoptive immunotherapy between the two sublines
against EAT outgrowth beyvond their different H-2 haplotype, and suggested some genetic
backgrounds for success of the passive immune transfer.
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HEidhnn oty BREEBOMFEEES, @
b5 GVHR AEAEHERENS LD &
Bbhs, Lal, BELT MY Y HRBACLLE
DBRTHRELYD LR LFALH» R, BRI D
ERGHIFCEThLEATH A,

BMERO L AT LA FERRL SR, Picid
EETLHALESCBEIhTEL. L, EEe
BRLTHD LBERIEECRBRTELIREDOF I LIT
BHELIG, EVHDRBRADERTH S,

9, IhEFTCORETHRT T ALETAEHEL@AL
FE L BB AL BN AFFHE BB L2 RD
LOEBHERLS.

1) EXRCERFES Y, v LILERT v 387908
(syngeneic #) , FA—ALTHET 7 AL LIBETE
P, H2 ~P o 7HBRCTLMELTHRTTAAND
BHIEETHS. * LT, syngeneic JEORBEHIE
i, BB E TS E 0 HIREEL 5 o,
ZORTE B ORERENY R L BE, thild
dic o L LBEENEAEREE (ARKL T2, B
. autochthonous Tidis\y) AEFIL TV 50, EE
BEOSGR UG A TH RIS T THEE,» SBS0C
WREZEEBTL L RBETHS.

2) BEHH (alogeneic) T, FEMIRaMEFIC MHC
BETEWEHRIEY, HSREROBITMOAKEGL (&
M= 7 A%BR <) TIIWRET R, KB, Miakes
AERELBVEREY TS, L L, OB @&l
NERRHY v A BRETOBETYRACBALTS, W
hd %, BTREEELNI LA, EHEORE L EH
T, HxE, C57BL/6 & C57BL/6-nu/nu D%
Eh¥n Lo, nu BETEBREMWOBEHERIAE
U, BTRENSBITS.

Lo AR, HeofEH Ly ddY-drm 3 H-2* T3
9, &5 —HOBHEMER (ddY-pre) (& H-2° TH 5.
AVORBBER 6T 5ERTH L. Thiok,
ddY-drm @ Ehrlich #EHRY GERIEESME) 18 E
= ddY-prg ~BTFRETES. TOERIR, BT56<
KO L5 IGBETROBEF D LR TWA LD L BD
na. Tihbb, BREEO ddY =7 2AdERsHR (7
o—-XNam=—) THH, TOEMD H-2 iLqhiy
64%, fiitq & s DEABERL T, LA, K
TR Ehrlich BOBEOH &S B 9O EHTR (3E
TERATED) AR5, F16B K ddY-drm @ H-2
s &, ddY-prg DERIG g TEEL T, L
L, MOBEFCOWTIRELEBRTL40 (L

FEAHHE) Hids. BEHLL, ThAELLT (B
Wef-7), H-2 OERB L TERFRENBT L
LDEELTWS., LT, ZOUOREHNERY
Mo Y, B2 ARk A ARG T L BT RE
DA I BN RV E S ICB L 50TH B,
UEnz &%48E, BTl 0ERATELC
NETORBRZZ, BHRELTELD TR

I. Ehrlich f§k#E (EAT) O%#

%9, EAT BB VW THh TR &, JHFH
DEERY, EAT 3AHRTE, S« MR En Tk
ERABEVE (v 25 AvEER) O—o2ThHbH. 47
W, =7 ARETRIFELL e b, EVGEAHE,
BB O~ AREXREEL, H-2 ORLIHE
BN % Lk d h, MHC B{ETES T KRBT
AR R E R TE L R XD, FE
B, 4R EAT Mg, =/ 7o—FafiEr A
THES AR BRI H-2 FUEA R 7227y (Table
1). BAETE, EAT #ilg 10° L EOEEABE TS
DFAFRT T A HEET S Lal, EEMCRETS
&, MRRE 100 LITOBEEBE ThI M ieh b R#H%E
TS, £ LT, £OEE, ETBRCLOBEBECE
bzbhdd, EERCETBHETHA~NTRS ., Fig.
Rt 2 &<, A/J, BALB/cCr, C57BL/10Sn, C57BL/
6 (4[EIH KB, NZB/N, :418 SIL/J it EAT-
regressive (EAT ok LIEMEEITH 9, dormant & ik
Bxlk\) THY, —H, AKR/J, C3H/He, CBA/],
DBA/1], DBA/2Cr & EAT-progressive (3%,
ERE A ) TH 1Y,

IR 2 RFNOELFHRT T AT, BER profile

Table 1 Surface antigenecity of EAT cells

o Dead cells/counted (%)
MAbs specificity
EAT BAMC-1*
Kb« Db+ H-2¢ 6.0 3.2
KK » H-20" 7.8 7.6
D¢« H-2° 6.6 75.4
K¢ 8.9 82.4
Dk 8.2 5.1
[-AbTkparsy 8.0 3.3
I-AdT 7.6 3.8

*) for positive control, BAMC-1; methylcho-
lanthrene-induced fibroma which has been
passaged in syngeneic mice (BALB/c, H-29)
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Fig. 1 Subcutaneous progresion or regression
of EAT in inbred mice
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DVTIRED type FHEER LT3, Hic, EAT-
progressive %70k Ly 2.1, EATregressive 5%5i3 Ly
2.2 FHEMEADOBEERERETEENS, L L, RER
FEFTE SR T,

II. ddY-drm & ddY-prg ¥ XD

BILRE

BB N EAT (& ddY-dm <7 A T3 dormant,
ddY-prg =7 A TIHEE (BEBAHEH) +5. Zh
L2ERT ARV, Yy REReKTAE/) Fo—
FAFGEEEG H2 752181075 2 0%~ 5
&, ddY-drm its, ddY-prg itq TH-1?. £ LT,
Ihb 2 EERMOEETBBHEIE, TR
oo Uy SEREASEERBRTLERENEZ s TV 5.

—%, Lyl BLU Ly2 >\ THA &, type 1, type
2 ~OSHEEDARE TV, 2 D, ddY-drm 1}, Lyl.1
(Vv BEER11.0%), Lyl.2 (48.0%), Ly2.1 (32.0
%), Ly2.2 (32.0%) LVuFRLRIBHEEL, T 5
ddY-prg @A, Ly 1.1 (70.4%), Lv1.2 (75.8%),
Ly2.1 (65.5%), Ly2.2 (67.7%) &1 type HUE®D
VR DERCRIG L. Z0A, X% (inbred)
TYRALBRESTWA., —RICELZLFRTIAD Ly
NTagL TR, type l H2DOELEY, DED, Lyl
EoWTRRE Lyl.l & Lyl.2 LB ER
R RT H DH &,

Table 2 H-2 haplotype and Ly-antigens of EAT-regressive or
EAT-progressive mice strains.

¥ Q| Tl-eaes8|2222)/8888
RO T2 IO b o IRV I
Chromosome T8 ID|IEFRE A0l aaan
EAT-regressive
A/ k kdla 2222112 112|1212
BALB/cCr ddd|c 2|22 21121122212
C57BL/10Sn bbb|b2|22222|2222|2222
NZB/N ddd|a2|2 221221221112
SJL/] s s s|la2|22222/2121{1112
EAT-progressive
AKR/] k k ki{b 12112 2]|2111}/2212
C3H/He k k kfb 2|1 1211121121212
CBA/] kk k{b2|1 121111122212
DBA/1] aqaqlb2|1 122211222122
DBA/2Cr ddd|{c2|11222|1122|2112
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5, ddY-drm & ddY-prg fo Fy, Fy 7 H U
R LACHERED EAT BeFM A A~2 L5312 Table 3
DIZELTH T Snell OFBFY W &5 2RCTHR
EFEE TR 5 &, Fixdrm ioo0TiE, (0.5)"=0.28,
Fo o2 Tid, (0.75)"=0.72 #WRET5n DfEE L
Tl1~2] HELR%. Lipi-T, HEd58RETF
Burbic b DRI NS,

. ®# ¥ & %

¥4, ddY-drm & ddY-prg FICOERERLRT.
Fig. 2 oo 3 X5z, ddY-drm ORMEE A
L0, BESM GEARREE) 2 ddY-prg CBALS
LI LNGhB, Bz, EAT THELE ddY-dm o
OB R, BEETH L. OB, BA L1 donor B
HIFED recipient PLEML £ 758K LTV /oL by, recipient
OEFEREBICII A2 AR FWEEDRS GVHR)
BRAMICBE STV,

fit77, Table 4 wRT 24 <, ddY-dm »6 H-2 %
B U< T HMRH~ 7 A~ORMRBA LR LA, =
NETDEZS, WThOBFRFLMII L TL i,

EAT growth in diameter (mm): O ~7,

H-2 BREPBEIARBELTHE. BEDOLBIC,
C57BL/6 &, Zho athymic ¥ 7 % (C57BL/6-nu/
nu) OEITBARBRERALS L, ZOBRRECET
REEHALT S (1275 L, C57BL/6 1k, EAT H#em
T dormant Tl3#L). —F T, ddY-drm (H-2%) &
ICR-nu/nu (7 a—xXFao=— H-2 |{IqDEEMN
Bh, SEMCRETRIZ~5 7)) B, recipient
DEBIRTH - Th, BFREIHET Lk -1,

DFED, DEOBRAYBHTLLEROLISRDBEA
9.

1} EAT ¥4 2% TH&L, ddY-dm & ddY-pre

Table 3 EAT-susceptibility of [ddY-drm
xddY-prg] hybrids

ddY-drm X ddY-prg
P 0 100
Fy 0.80(32/40)
Fp 0.72(103/144)
Fyxdrm |0.28(14/51)
Fixprg 0.89(54/61)
@8 ~16. @17~
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Fig. 2 Passive immune transfer of EAT-dormant disposition from
ddY-drm mice to ddY-prg mice
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Table 4 Efficiency of adoptive immunotherapy

Donor Recipient Suppression
Strain H-2 Strain H-2 of EAT growth
ddY-drm s ddY-prg q +++
DBA/1 q -
ICR q major -
AKR k -
ICR-nu/nu —
C57BL/6-nu/nu b -
A.SW s ddY-prg -
(congenic)
C57BL/6 b C57BL./6-nu/nu b +++

Spleen cells (10%) from donor immunized with 2x107 EAT cells
(x2) were transferred intravenously into recipient before EAT
(2x10") S.C. inoculation. Suppression of EAT growth in recipient
was determined at the day 60 after EAT inoculation.

Ml H-2 BRAZOEEECEITS. FOERI
SHBLICRLTHESLY. MORFETIE, ZDL>
REBETRRIIBI LA,

2) athymic v v A &HRIK LI-HBA, C57BL/6 &
C57BL/6nu/nu O & 32, nu ERFLALEL T
54LDT, BFRENEILTS.

& b Y [

Tumor-dormancy GEKIR) OETITE L VM, H4
DERFRTRRDIOUEZL#F-Tw5h. Thbb,
ddY-drm B FTO EAT OREEL, £HEORTELK (38
W) RIS ETFRRIBTAA S £ L, B
MEOSH L IBHREFRED 25 v Z0METR <, &
oo B A & ddY-dm = 7 AE TIEBE S iz EAT
DOKPFEBITERBELRL T L0, I —EH0R
MRasESABEE CRIBM G0RLILE) #BL, Lrdb
BHEABEELTWAEVWEWIYEETHS.

EAT OE%MRSZE L REEORABIIL LA
ddY-prg OHTHEHETH O, ZOBR, RES®
PR T A S B O LA 5 HERE L 2 MR R AR
CHERE, £ LTHME LA C b, B CIER R
RO#HEEO 2T VS HBEHERET S, BRELT,
ddY-prg TiIZEBRITREBC A E < K- TITL.

—#% 1, allogeneic ZBOBHICEE LTI, R
b - TR SRR - HET 5. £H, Ml
BFEm MHC BETEHE R BMBRoOBHES, f
L OBIEERMREL - TEOEE A AREL LR, T4
bHBOKBRENREZ VBLLMBRLTVWE. Thd

ERO—2, Z0 ddY-drm & ddY-prg =7 2D
B SE BE AR AELRE L LA,

¥/, Yy REERKBETAEMA S 2GR ED,
b L, BFREBIONRE 22 BENTRNHES LK
rhil, H2 B RAELZBEEH OB T I BTRE
DI L5 ARBAELOENBIRTC, SHOFEL
HEFEEEL TV A,

APFFRICEEL, FRKFEFNERS L 0 &Rt
TREr, TRIGREORENEE (No. 01480510,
No. 05454687) #TEE L/-. FE2EL, LLOB
ML B, i, &R FEERYHA—FLTL
o FETEER, ICLVW A4 —F v T —
7 ORI LT N BRRIEREE, sIHER
HE, LUAXEENE B TERHCRESL
BTt
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